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1. This re|iort is the intcinationnl preKmirary cxanvnalion report, caahlishc 
under Article ?? and iransmiited to the a|>plirant according to Article ?6. 

2. This REPORT consists of a total of sheet 



InlcrKilional IHcliminary Examining Authority 
ig lhi.i cowr sheet. 



tsfiu 10 Ihr iippliranl aivl lo ihr Inlrrnalional Biirraut a total of _____________ sheets, as foil 

□ sheets of the description, claims and/cr (k-awings which have heen aiiKnded and are the hasis for this repr 
sheets containing rectifications authorized hy this Authority (tee Rule 70.16 and Section 61)7 of the Admi 



>. CD (nK-nuaimuif Bunvii oiify) a(oi;d of (indicate type and number of eleclionic canici^m 



, containing a sequence liaing and/or tahlcs 



This rv[x>rt contains ii 



atingtothe following iti 



□ 
□ 



□ 
□ 
□ 



Bon No. 1 Basis of the report 

Non<sliiblishinr nl uf o|>inioa » ith regard to novelty, inwntivr step and industrial applicability 
Box No. IV LacL of unity of invention 

V I Certain documents cited 

VII Certain defects in the ini 

V in Certain observations on the international application 



Date of compktioc 



Form PCT/lPEA/409 (cover sheet) (January 20041 
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Ifilcrnalional aj^licalmn No. 

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILm- PCT/JP2005/006298 
1.1 Basis of Ihe report 

'hh rcparcl lo Ihe language, ihis rq»il is baserf on ihc inicinational application in the lan{iua$e in which it was filed, unless olher\vi» 



•« langua^ of a lianslalion rurnishcd for the pur)msrs of: 
Q inicrnational scarch«Rulr 12..^ and 2XHhU 
□ piihlicalion ol the international application (Rule i2..|l 
CZl inlernalinnal prelinnnary enainnalion (Rrie 55.2 and/or .S5.> > 



With lepid lo Ihr demenls of the inlernati 
Ihis irpony. 

1^ lhrinleniationala|i|ilicationasarigina 
n Ihc Hcscriplion: 



as originally flled/lurnished 



received by Ihi 
received hy this Authority on 



□ ...... 



as oripinaiiy (ilrd/rurnished 



as amended (together with any statrmenll under Article H 



□ . 



recti \T<I hy Ihi s Aulhorit y on 
received by this Authority on 



as originally rded/furnishrd 



rcceiwd by this Authority on 
received by this Authority on 



a se quence listing and/or any rdaled laMcvs) - sec Supplemental Box Relating to Sequence Listing. 
[Z] I he amendments hare resulted in Ihe cancellation of: 

I I Ihe desn-iptior. pages 



Ihe drawings, shcels/figs 

I I Ihc scqwnce hsiing fjj«r;/y<: 

I I any lable(s) related lo sequence listing (i/xriji): 

I I This report has been established as if (some of) 
' — ' they have been considered to go beyond the disci 

I I Ihc description, pages 

[ZD the claims, nos. 

I I Ihe drawings, shccts/figs 

□ Ihe sequence listing (sprr/^';: 

any Iablcl9> related to sequence listing (tpec'ifyh 

ll'ilfm 4 applies, some or all of Ihnse thrni max bf marked "suprnrded. " 



Form PCT/IPEA/4(I9 (Box No. Il (January 2(KMl 
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IrternaliomI ajiplii atiun No. 

PCT/JP2005/006298 


Box No. IV Lack of unity or invenlion 


1. 1 1 In rr^mmriolhcinviialion 10 restrict or |uy addilional fees thr applicanl has: 




1 1 rcstiHicdthcclmms. 




1 1 paid acldilional fees. 




1 1 |>aid additional fees under protest. 




1 1 neither restricted the claims m (uid additional fees. 




2. This Authority found that the rei)uimnent of unify of invention is not complied with i 
the applicant to restrict or pay additional fees. 


nd chose, according to Rule 68.1. not lo invite 


X This Authority considers that the rei|uinrinenl of unity of inwntion in accordance with Rules 


IXl. l.\?andl.V.^is: 


1 1 comi>lied with. 




not complied with for the follotving reasons: 




The feature that is conunon to claims 1 to 15 is 


the non-human animal carrying a gene that encodes a 


soluble form of a membrane protein. 




However, transgenic mice carrying a gene that 


encodes a soluble form of a membrane protein were well 


known on the priority date of the present application 


(for example, refer to Int. Immunol., 


(1999), Vol. 11, 


No. 3, pages 333 to 339 and J. Immunol 


, (2001), Vol. 


167, No. 8, pages 4321 to 4328, etc.), 


and thus said 


technical feature does not define a contribution over 


prior art in the light of the disclosures in the 


abovementioned documents. Such being the case, the 


feature in question cannot be said to be a special 


technical feature. Furthermore, there is no other 


relationship involving one or more of the same or 


corresponding special technical features among the 


inventions in question. 




4. Consniuenlly. this report has been established in respect of the followinj parts of the intern 
1^ all parts. 


tional application: 


1 1 the parts relaiinsio claims Nos. 







l=Mm PrT/lPEA/4l» (Box No. IV) Uamary MKM) 
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al appliralion No. 

PCT/JP2005/006298 



V, invcidin step or indu.<ilrial applicabiUlv; 



Novelty (Nl 



ri.i,m 1-3, 9-10 



livhiUrial:in.lirabilil>UAl (1,;^ 1-15 

Claiim 



Ciliiliiins an< explanations (Rule 7<).7) 

Document 1: Y. TAMURA et al,, "CD14 transgenic mice 
expressing membrane and soluble forms: 
comparisons of levels of cytokines and 
lethalities in response to 
lipopolysaccharide between transgenic and 
non-transgenic mice," Int. Immunol., (1999), 
Vol. 11, No. 3, pages 333 to 339 

Document 2 : C . WATANABE et al . , "Enhanced immune 

responses in transgenic mice expressing a 
truncated form of the lymphocyte semaphorin 
CDIOO," J. Immunol., (2001), Vol. 167, No. 
8, pages 4321 to 4328 

Document 3: W. LU et al., "Characterization of a 

truncated soluble form of the baculovirus 
(AcMNPV) major envelope protein Gp64," 
Protein Expr. Purif., (2002), Vol. 24, No. 
2, pages 196 to 201 

Document 4: K. L. HEFFERON et al., "Host cell receptor 
binding by baculovirus GP64 and kinetics of 
virion entry," Virology (1999) , Vol. 258, 
No. 2, pages 455 to 468 

Document 5: Toshihiko OTOMO et al., "Gp64 Hatsugen / CCR2 
Knockout Mouse Narabi ni COR2 Hatsugen 



Form PCT/IPEA/-IW(Box No. V) (January 2004) 
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Irtrmaiioivd 3|>|>livmion No. 


INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY 


PCT/JP2005/006298 



Bun Nu. V Rcusuned staleniKiil under Article 3S(2) with rcgunl to nuvclly, inventive step or industrial applicabUlly; 

cilotions and explanolions .supporting such stalemeni 



Baculovirus wo Mochiita Kinoteki Kotai no 
Sakusei," Nihon Bunshi Seibutsu Gakkai ! 
Nenkai Program Koen Yoshishu, (2003), Vol. 
26, page 660 I 
Document 6: Norio KAMATA et al., "Gp64 Hatsugen Mouse no 
Sakushutsu Narabi ni Hatsugagata Baculovirus 
ni Taisuru Tolerance Yudo, " Nihon Bunshi 
Seibutsu Gakkai Nenkai Program Koen Yoshishu ' 
(2003), Vol. 26, page 659 
Document 7: WO 2003/104453 Al (Chugai Pharmaceutical Co., 
Ltd.), 18 December 2003, entire text & AU 
2003242024 Al & EP 1514928 Al 



The inventions set forth in claims 1 to 3 and 9 to 
10 lack novelty and do not involve an inventive step in 
the light of document 1 cited in the international search 
report . 

Document 1 presents transgenic mice which express a 
gene that encodes a soluble form of CD14. Therein, 
document 1 also indicates that the transgenic mice in 
question transmitted this CD14 gene to subsequent 
generations . 



The inventions set forth in claims 1 to 2 and 9 
lack novelty and do not involve an inventive step in the 
light of document 2 cited in the international search 
report . 

Document 2 presents transgenic mice which express a 
gene that encodes a soluble form of CDIOO. 



The inventions set forth in claims 1 to 15 do not 
involve an inventive step in the light of documents 3 to 

F«ro PCTnPEA/-«B ^Bo^ No. V> vJanoaiy 2CX)4> 



i 
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6 cited in the international search report. 

Documents 3 to 4 present the amino acid sequence of 
soluble gp64 and the base sequence of the gene that 
encodes the soluble moiety of gp64. 

Meanwhile documents 5 to 7 present transgenic mice 
transfected with the gene that encodes the entire length 
of gp64, which is a baculovirus membrane protein. 
Therein, documents 5 to 7 indicate that because such 
transgenic mice have an immunological tolerance to 
baculoviruses, it is possible to use said transgenic mice 
to produce antibodies; furthermore, said documents also 
indicate that it is possible to produce antibodies that 
target the membrane protein as a target antigen by using 
a baculovirus as an immunogen. 

Prior to the priority date of the present 
application, it was common practice to create transgenic 
mice by transfecting mice with a known gene which encodes 
a protein that exhibits a given function. Meanwhile, 
documents 5 to 7 present methods for creating transgenic 
mice transfected with a gene that encodes a gp64 membrane 
protein. Such being the case, it would have been easy for 
a person skilled in the art to conceive of creating 
transgenic mice which have been transfected with the gene 
that encodes the soluble gp54 from the inventions 
presented in documents 3 to 4, and then producing 
antibodies by means of the transgenic mice obtained in 
this manner in the light of the disclosures in documents 
5 to 7 and the abovementioned well-known techniques. 



Form PCT/lltA/4(W (Box No. V» iJanuary 2(HH) 
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INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY PCT/ JP2005 / 00 62 98 

Supplemental Box Relating lo Sequence Lnling 
rontiniiation of Box No. I. item 3: 

I aivlkation and neres!iac>' lo Ihe daimed invvntion 



□ iaM«( St related lo these 



rormal of material 
[Z] in written lorm 



lime of niing/fiirnishing 

1^ contained in the international apjilicMion as filed 

[ID filed logclhcr with the international a|iplicalion in computer rradahle form 
□ furnished sul^sequcntly lo this Authority (or the purposes of search aiKVor 
I I received t>y this Amhorily oj an atncndmcnt* on 



I I In addilion. in Ihe case lhal more than one version or copy of a «quere.c listing araVor laHetsI relating theirto has hern filed or 
{iirnished, the required statements that the information in Ihe subsequent or additional copies is identical lo that in the ap|VIicatic 
filed or does not go heyond the a|>pliralion as filed, as appropriate, were furnished. 



« Ifilitn -t ill Bor Afa / applies, ihf lisling aitd/pr lablrfst related thereto. nHch form part oj'ihe basis cj'ltie report may be marked 
'■iiipeneded. " 



Form FCT/IPEA/409 (Supptemental Box Relating to Sequence Listing) U«ntiary 2004) 
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INTERNATIONAL SEARCH REPORT 



A. ( I ..\SS1|-K Al l( tN ( )l- SUI)JI-l ■ 1 MAT lliK 

Int. CI' A01K67/027, C07K16/18, C12N15/09 



PCT/JP2005/006298 



siillcd (liiriiii^ llio ill 

GY abst: 



;c ;iiul. wlicrc pniciic; 
S (DIALOG) , MEDL: 
GenBank/EMBL/D 



WPI (DIALOG) , 



L-...|ilicrc 



TAMURA Y., et al., CD14 transgenic mice 
expressing membrane and soluble forms: 
comparisons of levels of cytokines and 
lethalities in response to lipopolysaccharide 
between transgenic and non- transgenic mice., 
Int .Immunol . , (1999), Vol.11, No. 3, p. 333-9. 

WATANABE, C. et al . ,. Enhanced immune responses 
in transgenic mice expressing a truncated 
form of the l:/mphocyte semaphoring CDIOO, 
J. Immunol., (2001), Vol.167, No. 8, p. 4321-8. 



LU, w., et al., Characterization of a truncated 
soluble form of the abculovirus (AcMNPV) major 
envelope protein Gp64, Protein Expr . Purif . , ' 
(2002), Vol.24, NO. 2, pages 196 to 201 



1-3, 9-10/ 
4-8,11-15 



1-2,9/ 
3-8,10-15 



S i.-»ii 




•iKl.lros.-i..|lliclS.V 

le Patent Office 



12 July, 



.07.05) 



•oiri'rusA-Miis 
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lornalioiiiil iippliciillKii Nn. 
PCT/JP2005/006298 



I. will) iiulic:iii»ii, wlioiv :ippr<ipri:ilt 



.IllK-ivlv." 



KolL-v:inl I., chiiin N... 



HEFFERON, K.L , et al . , Hosc cell receptor 
binding by baculovirus GP64 and kinetics of 
virion entry. Virology (1999), Vol.25B, No. 2, 
p. 455-68 

Toshihiko OTOMO et al . , "Gp64 Hats\igen/CCR2 
Knockout Mouse Narabini C0R2 Hatsugen 
Baculovirus o Mochiita Kinoteki Kotai no 
Sakusei", Nihon Bunshi Seibutsu GcJckai Nenkai 
Program Koen Yoshishu, (2003), Vol.26, page 660 

Norio KAMATA et al . , "gp64 Hatsugen Mouse no 
Sakushutsu Narabini Hatsugagata Baculovirus 
ni Taisuru Tolerance Yudo", Nihon Bunshi 
Seibutsu Gakkai Nenkai Program Koen Yoshishu 
(2003), Vol.26, page659 

WO 2003/104453 Al (Chugai Pharmaceutical 
Co. , Ltd. ) , 

18 December, 2003 (18.12.03), 
Full text 

& AU 2003242024 Al & EP 1514928 Al 
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Box No. II Observations where certain claims were found unsearcliable (Continuation of item 2 of first sheet) 



IS iioi bcoii csiahlishod in rcspcti i>l ccrl;iiii cinims iimkr Arliilc I7(2)(:i) lor lln: rnllowinj! a' 
ilijocl iiiiillcr «ivl roqiiiroil li> he soiirchod hy Ihis .\iitii»ri(y. niinicly: 



3.n , 



K'cjiisi.- llicy ivkik' !>' p;irts ul'lhc inlcrnulioiial ;ippliciiliiiii dial iln nut ctniiply m jili die presciilvil retiiiircii 
exieni di;il iii> ineiiniiiiirid iiileriiiitiniiiil sciirclie:iil hceiirricdoiil. spccilieiilly: 



hoe;iuse lliey iiro ilopoiuli.>iU cliiiins iiml .ire n»l dnil'k\l in ;iecoixl;iiito with llie secmid ;iii<) lliird scnloiu 
Box No. II I Observations where un ity of invention is lacking (Continuation of Item 3 of first sheet) 



lliis lnlen)iilii)ii:il Se:iivliiii^ AiillHirily linind iniilliple iiiveiUioiis in diis iiilciiuilional :ippliciilii>ii. iis follinvs: 

The matter common to claims 1 to 15 resides in a nonhuman animal carrying 
a gene encoding a soluble protein of a membrane protein. 

However, a transgenic mouse carrying a gene encoding a soluble protein of 
a membrane protein was known in public on the priority date of the present 
case (see, int . Immunol (1999), Vol.11, No. 3, p. 333-9, J. Immunol (2001), 
Vol.167, No. 8, p. 4321-8, etc.) . Thus, this technical feature does not make 
a contribution over pirior art, considering the disclosures in the above 
documents, and, therefore cannot be considered as a special technical feature . 
Furthermore, there is no the same or corresponding special technical feature. 

As ;ill i'L\|iiired aildilitnial >u:\[x\\ Ices were timely piM by llic applicaiil. Ihis iiileniutioiial .search repurl covers ull scaivliahic 

CEl seaivlwible t hiins coiihl be Si.-aivheil witlk)iil cIVorl jiLslifyiiiii an iulililioiial lee, Ihis Autliorily diil not invllc payment ol' 

any aildilional lee. 

^' I — I .\s only some uf die retpiiieil adtlitinnal acuKh lees were liinely paid l>y the applicant, this iiilernalioiial search repml covers 
only llio.sc chiiins- |i)r \v1)ich I'eo: were paid, speciliciilly ckiinis Nns.: 



• I — I No ivi|iiirc(l adililional scaivli Ices wcie llnicly paid by the applicant. Conseipienlly. this inlenialional search 
reslriclcd to die invciilion lirst nioniioned in the claims; it is covereil by chiims Nos.: 



Remark on Protest □ 1 ;„|,|i,i„„;,l seaivh lees xxere :H.coiiipani«l bv the applic: 

□ No p^>lcsl accoinpanieil the paynieni «>l addilion.il .search li 



